Abstract
Materials and methods
The development of the questionnaire was a result of literature review and pilot-testing of its preliminary versions to researchers and students. The final version of the questionnaire contains 18 items measuring the respondents' knowledge and attitude towards generic medicines on a 5-point Likert scale. Given the ordinal nature of the data, ordinal alpha and polychoric correlations were computed. The sample was randomly split into two halves. Exploratory factor analysis, performed in the first sample, was used for the creation of multiitem scales. Confirmatory factor analysis and Generalized Linear Latent and Mixed Model analysis (GLLAMM) with the use of the rating scale model were used in the second sample to assess goodness of fit. An assessment of internal consistency reliability, test-retest reliability, and construct validity was also performed.
Results
Among 1402 persons contacted, 986 persons completed our questionnaire (response rate = 70.3%). Overall Cronbach's alpha was 0.871. The conjoint use of exploratory and confirmatory PLOS 
Introduction
Generic drugs are a means of cost-effective medical treatment favoring both patients and the healthcare system. Doctors are often urged to prescribe generic drugs as far as possible [1] , although multiple strategies are necessary to change doctor prescribing habits [2] . The global deterioration of the economic situation and demographic change makes this urge more prominent nowadays, given the increased healthcare systems economic burden along with the imposed economic restraints. In particular, Greece is a country severely hit by the economic crisis. The imperative need for fiscal reform has led to fiscal austerity and budgetary cuts in many sectors, including healthcare expenditure. Strikingly, the pharmaceutical spending during the years 2010, 2011 and 2012 was sharply reduced (annual decrease of 10.1%, 9.0% and 18.4% respectively) and dropped from the 2009 level of 5.6billion euros to 2.37billion in 2013 [3, 4] . In order to achieve those targets, policies have been implemented leading to drug expenditure rationalization and the introduction of a recommended list of medicines focusing on generic drugs. However, despite the obvious cost-effectiveness of generic drugs considerable mistrust has been noted worldwide regarding their safety and efficacy and several studies indicate difficulties associated with treatment adherence or compliance [5] [6] [7] [8] [9] [10] . According to Keenum et al [11] , although generic medications are considered less expensive and of better value than their counterparts, fewer than 50% of the prescribers chose generic drugs for themselves. It seems that respondents' attitudes towards generics are shaped from personal beliefs and knowledgethe latter being dissipated from mass media, friends and family-, previous experience with generics and trust to the prescriber [12] .
Healthcare students are the future prescribers, dispensers and patients' advisors regarding medications, which makes them an important study target. Several studies have been published regarding their knowledge and perceptions regarding generic medicines [13] [14] [15] [16] [17] [18] [19] [20] [21] . Three of the abovementioned studies [17, 20, 21] are based on the only available validated questionnaire, although no validation study has been published. The use of such a validated tool would definitely increase the reliability and validity of studies on this important issue and would allow the direct comparability of studies. To our knowledge, only one study by Figueiras et al [22] , in which a generic medicines scale was also created, was recently validated among the Malaysian population [23] . However, the scale underwent partial validation with the use of exploratory factor analysis only, without the use of any Structural Equation Modeling (SEM) technique.
To our knowledge, no study has emphasized on students and alumni of M.Sc. programs of Health Care Management, which are future health care leaders and pharmaceutical policy shapers. The future market share of generics will largely depend on the policy makers' strategy, which is in turn influenced by their knowledge and attitude towards generics. The aim of our study was to develop and validate a questionnaire exploring the knowledge and attitudes of M. Sc. in Health Care Management students and that of recent alumni's towards generic drugs.
Materials and methods

Study sample
The study sample comprised of all students and recent (up to 1 year from graduation) alumni of the M.Sc. program of Health Care Management at the Hellenic Open University. The Hellenic Open University provides distance education in both undergraduate and postgraduate levels. Contrary to the majority of other Public Universities, the students should pay fees for the cost of their studies. Students are selected without exams, by a public electronic lottery. Priority is given to candidates being at least 23 years old. For the abovementioned reasons, most students are usually older, with mean age being 32 years [24] and employed.
Instrument creation
The MEDLINE, EMBASE, Cochrane and CINAHL databases were scanned for full articles published between January 2000 and November 2013, regarding knowledge/attitudes/perceptions/behaviours/opinions/views of doctors, pharmacists, consumers, patients and students towards generic drug use. Only full original research papers written in English were included. Title and abstract fields were searched for publications containing the terms: generic; knowledge; attitude; perception; behaviour; opinion; view; healthcare professional; physicians; doctors; pharmacists; consumers; patients; students. Boolean operators (AND/OR) were used to combine search components and to yield as many search results as possible. MeSH (Medical Subject Headings) terms were used where possible.
The databases' search returned a total of 1446 articles, the majority of which (873) related to consumers/patients/students; the PubMed searches proved the most successful, returning 972 articles. After the removal of duplicate findings, the reading of titles and abstracts of the remaining articles resulted in excluding those whose content was not relevant to this study. The identification of such articles was due to the design of the searches, using the selected search terms, in a deliberate attempt to 'capture' as many published articles in the field as possible. As a result, 60 articles were retained, eleven of which were not in English. Therefore, 49 papers [5-10, 11, 13, 14, 22, 25-63] were reviewed for the design of the study's questionnaire. Questions related to the aims of our study that commonly appeared in these studies and questions that yielded statistically significant differences among groups were retained. Accordingly, items were created and carefully phrased in order to avoid ambiguity, biases, double-barreled and double negative questions. Five sociodemographic questions regarding age, sex, marital and professional status and profession were added.
A preliminary version of the instrument was handed over to 10 researchers and experts in the fields of generics, attitude measurements and questionnaire construction. Face to face interviews were conducted by two of the researchers and recorded, during which they were asked to complete the questionnaire and highlight ambiguous or problematic items. They were also asked to propose additional items regarding aspects of a person's attitude towards generic medicines not already captured by the instrument and to delete any trivial items, thus resulting in enhanced content validity and reliability. All necessary modifications, based on divergence of opinions between experts, were made to the instrument, which was subsequently handed over to 20 subjects randomly selected from the students' and alumni pool. Again the same procedure was followed, which resulted in only minor textual changes and in the final version of the instrument to be handed over. This final version of the ATtitude TOwards GENerics (ATTOGEN) questionnaire consisted of close-ended Likert-type questions, apart from sociodemographic questions, with possible answers ranging from strongly agree (= 1) to strongly disagree (= 5).
Instrument administration
The study took place between March and August 2014. The instrument was uploaded to Google Drive (Google Inc, California, USA). A web link was sent to all participants, who were asked to complete the questionnaire. In order to avoid missing data, all fields were marked as required and the questionnaire could not be submitted unless all questions had been answered. Monthly reminders were sent from the M.Sc. Director to the participants, in order to maximize the response rate.
Ethics
Approval of the study by the Review Board of the Hellenic Open University was granted. Participants were reassured that their anonymity would be respected. Although the importance of achieving a high response rate was highlighted, participants were free to decide whether to complete the questionnaire or not. Furthermore, it was made clear that no recriminations would occur irrespective of their decision. There was no compensation for the participants. All participants provided their written informed consent to participate in this study. The informed consent form was sent electronically to the participants, who signed it and returned it by email or fax.
Statistical analysis
The instrument created was psychometrically tested and subscales were created with the use of exploratory factor analysis. Subsequently, confirmatory factor analysis and generalized linear latent and mixed models were used to test the fit of the models to our data.
Exploratory factor analysis. To begin, the sample was randomly split into two halves. In the first sample, the exploratory factor analysis (EFA) was used for the creation of multi-item scales. The first step towards this direction was to check our data for normality, since factor analysis requires a multivariate normal distribution of the data. Although some degree of skewness was noted to our data, for large samples, like in our study, the multivariate Central Limit Theorem can be relied upon for a good approximation of normality, thus enabling the use of factor analysis [64] . Furthermore, we inspected the polychoric correlation matrix, in order to check whether our data were suitable for exploratory factor analysis.
Cronbach's alpha coefficient was used to test for internal consistency [65] . Polychoric correlations were used since responses were expressed on a Likert (ordinal) scale [66, 67] . The polychoric correlation matrix was created and ordinal versions of the alpha coefficients were also calculated. We also calculated Spearman's coefficient, as an additional tool for the assessment of inter-item correlations, which is useful for ordinal data and robust to outliers, causing potential skewness.
We subsequently run the Bartlett's test for sphericity to test the appropriateness of the factor model. We also calculated the Kaiser-Meyer-Olkin measure of Sampling Adequacy, which tests whether the partial correlations among variables are small; levels more than 0.5 are necessary for a satisfactory factor analysis to proceed [68] , whereas values between 0.8 and 0.9 are considered great [69] .
The exploratory factor analysis was carried out in the first half of the sample with the use of the polychoric correlation matrix. In order to further minimize the effect of non-normally distributed data, the principal axis factoring method was chosen. Following other research work, we also performed a typical factor analysis based on Pearson correlations, for comparative reasons, since the Likert scale could be treated as an interval or ratio scale [69] . The promax rotation was initially performed, assuming that the factors are correlated. In order to decide on the number of factors to retain, we used the Kaiser's criterion, according to which all factors with eigenvalues<1 are dropped and also assessed the scree plot, as well as the results of the confirmatory factor analysis that followed [69] . Given that the Kaiser's criterion is known for its tendency to overextract factors [70] , we ultimately decided to adopt a less stringent approach, in order to reach an informative but relatively parsimonious model. The rotated factor loadings were computed; the commonly used threshold value of 0.5 was adopted for factor extraction [71, 72] . The factor correlation matrix was calculated. According to Tabachnick & Fidell (2007) [73] , if the absolute value of correlations exceed 0.32, then there is 10% (or more) overlap in variance among factors, enough variance to warrant oblique rotation. Finally, the predicted scoring coefficients were calculated and Cronbach's alpha coefficients were computed for each factor separately and assessed according to the literature's rule of thumb [74] .
Structural equation modeling technique. Data from the second sample were used to implement the SEM technique, in order to test the fit of the models to our data. The confirmatory factor analysis and the Generalized Linear Latent and Mixed Model (GLLAMM) analysis were both used, as each method adopts a different statistical approach.
Confirmatory factor analysis. During the confirmatory factor analysis, we tried to assess the fit of the data to the model. Adjustments of the items contained in each factor were made based on post-estimation absolute and relative fit indices. Fit indices which were assessed included: i) the chi-squared test [75] , ii) the Root Mean Square Error of Approximation (RMSEA), whose values of 0.06 or less are indicative of an acceptable model fit [76] , iii) the Root Mean Square Residual (RMSR), whose values of 0.08 or less are indicative of an acceptable model fit [77] and iv) the Tucker Lewis Index (TLI) and the Comparative Fit Index (CFI), whose values of 0.9 or more are indicative of an acceptable model fit, with values of 0.95 and over being considered as a much better fit [78, 79] . The squared multiple correlations (R 2 ) for each observed variable of the model were also calculated [80] .
Test-retest reliability. The sensitivity of the scale to external factors was assessed by examining test-retest reliability. The test-retest reliability was assessed using polychoric correlation coefficients, which were calculated for each subscale.
Construct validity. Multi-trait analysis was used to assess the construct validity of our tool; convergent and discriminant validity were therefore examined. Convergent validity refers to the degree to which two construct measures that theoretically should be related are truly related. Therefore, the item scale correlation between an item and the scale in which it allegedly belongs to should be expected to be higher than its correlations with irrelevant scales. According to Fornell and Lacker [81] , average variance extracted (AVE) estimates should be 0.50 or above. On the other hand, discriminant validity refers to the degree to which two construct measures that theoretically should be unrelated are truly unrelated. In order that evidence for discriminant validity exists, the shared variances between paired constructs should be lower than the AVE of the individual constructs. Moreover, item-scale and inter-scale correlations were calculated. Due to the ordinal nature of the data, we computed the Pearson, Spearman and polychoric correlations, corrected for overlap, as per our previously published work [82] .
Ceiling and floor effects. Furthermore, ceiling and floor effects were examined by each created subscale. The presence of ceiling and floor effects compromises the content validity of the scale. In particular, the ceiling and floor effects are encountered when several subjects' responses consistently fall into the highest and lowest category, respectively.
Generalized linear latent and mixed model analysis. In the case of the GLLAMM analysis, two models, the partial credit model (PCM) [83] and the rating scale model (RSM) [84] were tested for each factor separately. The PCM is an extension of the Rasch model to polytomous items with ordered response categories. The RSM is a special case of the PCM, used when response categories have the same meaning for all items and under the assumption that the differences in the step difficulties for different categories are the same for all items [85] . In other words, the response scale is fixed for all items, i.e. the response threshold parameters are assumed to be identical across items.
To compare the various models' output in both confirmatory factor analysis and GLLAMM analysis, a likelihood ratio test was performed. Finally, estimates and predictions were made based on the chosen GLLAMM model.
Statistical analysis was performed using Stata version 13.1 (Stata Corp., Texas, USA). Twotailed p values <0.05 were considered statistically significant.
Results
Among 1402 persons contacted, 986 persons completed the questionnaire (response rate = 70.3%). The mean age of the participants was 39.8±7.11 years. The sociodemographic characteristics of our study sample are presented in Table 1 .
The questionnaire that was handed over to the participants of our study comprised 24 items, apart from the sociodemographic questions. Of the 24 items, 2 items ("I know if my current medications include generic medicines") and ("I have noticed substantial differences between brand name and generic medicines") were related to the intake of medications and were excluded since the majority of the participants (665/986, 67.4%) were not under medications. On inspecting the polychoric correlation matrix, two variables ("I am satisfied with the information I get regarding generic medicines" and "Among two generic medicines, I would trust more the one that would be manufactured in Greece") were found to have low correlation coefficients with the rest of the variables, were considered unsuitable for factor analysis and were hence excluded. The remaining items of the questionnaire that underwent statistical analysis, along with their descriptive statistics, are presented in Table 2 . 
Exploratory factor analysis
Cronbach's alpha and ordinal Cronbach's alpha coefficients for the entire questionnaire were both high and did not differ substantially (0.871 and 0.893 respectively). The Bartlett's test for sphericity was statistically significant (p<0.0001) and the Kaiser-Meyer-Olkin measure of sampling adequacy was 0.858. The factor analysis based on polychoric correlations with subsequent promax rotation yielded 6 factors, which account for 96.1% of the total variance and are shown in Table 3 . Due to negative factor loadings, item 9 was inversely recoded. The factor correlation matrix was also calculated (Table 4) . Most correlations exceeded 0.32; therefore, oblique rotation was performed.
Confirmatory factor analysis
A confirmatory factor analysis was subsequently run to explore the strength of the proposed 20-item scale, which yielded moderate fit results (RMSEA = 0.061, RMSR = 0.072, TLI = 0.912, Table 5 presents the  squared multiple correlations (R   2   ) for each observed variable of the model. Most of them ranged from acceptable to good, apart from items 1, 2 and 7. By introducing the correlated error term for items 1 and 2, the R 2 of those variables decreased. This is fairly rational, since the covariance between these two items no longer contributes to explaining the factor "knowledge", given that the covariance between the error terms δ 1 and δ 2 is now freely estimated, as suggested by Kolenikov. [86] Regarding variable 7, its low squared multiple correlation is consistent with its comparatively lower factor loading in explanatory factor analysis. The Cronbach's alpha coefficients were calculated for each generated scale andwere found to be good for scales 1, 2 and 3 (0.821, 0.805 and 0.847 respectively), acceptable for scales 5 and 6 (0.777 and 0.719) and questionable for scale 4 (0.655). Table 6 presents the internal consistency reliability of the 6 scales generated from the factor analysis, including Cronbach's alpha coefficients, mean and median values.
Test-retest reliability
Thirty randomly selected participants were contacted for a second completion of the questionnaire, which took place two weeks after the initial administration; among them twenty eight completed it (response rate 93.3%). The test-retest reliability results were also good, with polychoric correlation coefficients all above 0.80.
Construct validity
The results of the multi-trait analysis using polychoric correlations are shown in Table 7 . Pearson and Spearman correlations were also calculated, with similar results. Inter-scale correlations were calculated and all of them were found highly statistically significant (p<0.0001). An exception was noted for the "Knowledge" scale, regarding inter-scale correlations with "State audit"(p = 0.199), "Fiscal impact" (p = 0.183) and "Drug substitution" (p = 0.866) scales. The AVE estimates were computed and were found to be above 0.5, except for scale 4 (0.496), and higher than the corresponding estimated squared correlations. Therefore, there was adequate overall evidence for convergent and discriminatory validity, respectively.
Ceiling and floor effects
Regarding ceiling effects, the percentages of observations falling into the best attitude score category for the six summated scales were 2.03%, 6.29%, 2.84%, 9.94%, 44.62% and 2.43%. The respective percentages for the flooring effects were 1.83%, 2.43%, 4.87%, 0.41%, 0.20% and 19.41%. Only the "Knowledge" scale presented a ceiling effect.
Generalized linear latent and mixed model analysis
The GLLAMM analysis was also performed on each scale separately. Both the partial credit model and the rating scale model were tested. Since the likelihood ratio test was highly insignificant in all scales (p>0.9) and the rating scale model is more parsimonious, the latter was chosen. According to this model, prediction estimates were calculated and category probability curves (CPCs) were created. S1-S3 Figs show CPCs for each of the three items of the "fiscal impact" scale, which indicate good model fit and no category disordering. Corresponding graphs were also created for the other scales, with similar results.
Discussion
The ATTOGEN questionnaire was developed and validated in order to assess the knowledge and attitude of students towards generic medicines. The questionnaire initially contained 24 items. Although two questions related to the intake of medications were excluded, the content validity of our questionnaire does not seem to be significantly compromised because of the existence of items 1 and 2, which ask participants whether they know what generics are as well as the differences between brand name and generics. The combination of exploratory and confirmatory factor analysis revealed items with low correlation coefficients and items that substantially worsened the model fit, which were also excluded from the composite scales. The final instrument consisted of 6 scales, namely trust (4 items), drug quality (3 items), state audit (3 items), fiscal impact (3 items), knowledge (3 items) and drug substitution (2 items). Because the criteria regarding the number of factors to be retained during the exploratory factor analysis were discordant-Kaiser's criterion suggested 4 factors and the scree plot 7 factors -, the "trial and error" approach was adopted, using confirmatory factor analysis to test the fit of various models. The choice of the final model was based on the goodness of fit of the models, while respecting the content validity of the questionnaire. The ATTOGEN questionnaire was found to have good overall internal consistency. Regarding the psychometric properties of the scales, satisfactory internal consistency reliability, test-retest reliability and construct validity were noted, with the exceptions of scale 5 (knowledge) with low inter-scale correlations. A ceiling effect was only present in the knowledge scale, which is an effect that seems to appear quite commonly in the literature [77, 87] . Further studies may be needed to examine a potential improvement or exclusion of the knowledge scale without jeopardizing content validity. Nevertheless, the confirmatory factor analysis and the GLLAMM analysis both indicated a good overall fit. We believe that the confirmation of this finding with the concomitant use of two different SEM techniques is particularly meaningful.
In the study by Figueiras et al [22] , in which a generic medicines scale was also created and recently validated among the Malaysian population [23] , the initial number of items was not too different (18 items vs 24 items in our study). However, the exploratory factor analysis led to two factors only, namely efficacy and similarity, instead of six factors in our study. Moreover, the fit of this model to the data was not assessed, which could have altered the final results.
The strengths of the present study include the creation of a validated questionnaire regarding generics, which fills an important gap in the international literature, with the use of a large number of participants who completed the questionnaire with no missing values. Another strength was the concomitant use of two SEM techniques, both confirming the goodness of fit of our results. Our study, however, bears certain limitations that should be addressed. Firstly, our sample may not be representative of Greek students in conventional universities; health management students may express different views compared to other students, because of their specific academic background and because the majority of them are already working in clinical practice as healthcare providers. On the other hand, students from the Hellenic Open University belong to various age, economic and sociodemographic groups, because of the nature of the study environment (distance learning), which may somewhat increase the generalizability of the study's results. In addition, due to the lack of any other similar questionnaire translated in Greek, the convergent validity of the questionnaire was not fully assessed. Finally, the low inter-scale correlations and the ceiling effect noted in scale 5 (knowledge) may deteriorate the psychometric properties of the questionnaire.
Conclusions
To conclude, the use of exploratory and confirmatory factor analysis as well as GLLAMM modeling technique revealed five reliable and valid multi-item scales: trust, drug quality, state audit, fiscal impact and drug substitution. A sixth scale (knowledge) was found to suffer from relatively low internal consistency reliability and low inter-scale correlations. However, both the confirmatory factor and the GLLAMM analyses indicated an adequate fit, suggesting that the uncompromised use of all six scales could be justified. Further studies should be elaborated in order to further test the questionnaire to large representative samples of the Greek population, in order to ascertain its generalizability. 
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